197 (92%) and 185 (88%) entered the OL period, of whom 165 (84%) and 162 (88%) completed. At W44, ACR responses at W24 were maintained for pts who continued ABA, and improved for those who switched from PBO to ABA (Figure). Continued improvements in DAS28 (CRP) and HAQ-DI after W24 were seen for ABA and PBO/ABA groups, with mean (SE) changes from BL to W44 of -1.81 (0.09) and -1.84 (0.10) in DAS28 (CRP) (changes to W24 were -1. 35 Background: Aiming at rapid decrease of disease activity, there has been a trend to start with higher doses of methotrexate (MTX) in newly diagnosed rheumatoid arthritis (RA) patients, both as monotherapy and in combination with other antirheumatic drugs (DMARDs). We hypothesized that in combination with other very effective medication, there might be no additional benefit of high over low doses of MTX. Objectives: To compare early clinical response to high versus low doses of MTX in mono-and combination therapy in DMARD naive early RA patients. Methods: RA patients included in the observational international METEOR cohort with symptom duration ≤5 years, time between diagnosis and first visit ≤2 months, MTX prescribed as (part of) first treatment, no medication change within 3 to 6 months after treatment start and available outcome data on disease activity, were selected. Patients were divided into 4 medication groups: MTX monotherapy, MTX + synthetic (cs)DMARDs, MTX + oral glucocorticoid (+ possibly csDMARDs) or MTX + biologic (b)DMARDs (+ possibly csDMARDs). Missing data were imputed using multivariate normal imputation. MTX dose was dichotomized: low dose ≤10 mg/week; high dose ≥15 mg/week. A propensity score (PS) was calculated to adjust the relationship between MTX dose and outcome for potential confounding by indication. Linear mixed model analyses for DAS, DAS28, and HAQ were performed for each medication group, with MTX-dose and time (days between assessment visit and baseline assessment) as co-variates. Associations were adjusted for the PS. Random intercept and slope were used to account for irregular time intervals between visits.
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Background: Aiming at rapid decrease of disease activity, there has been a trend to start with higher doses of methotrexate (MTX) in newly diagnosed rheumatoid arthritis (RA) patients, both as monotherapy and in combination with other antirheumatic drugs (DMARDs). We hypothesized that in combination with other very effective medication, there might be no additional benefit of high over low doses of MTX. Objectives: To compare early clinical response to high versus low doses of MTX in mono-and combination therapy in DMARD naive early RA patients. Methods: RA patients included in the observational international METEOR cohort with symptom duration ≤5 years, time between diagnosis and first visit ≤2 months, MTX prescribed as (part of) first treatment, no medication change within 3 to 6 months after treatment start and available outcome data on disease activity, were selected. Patients were divided into 4 medication groups: MTX monotherapy, MTX + synthetic (cs)DMARDs, MTX + oral glucocorticoid (+ possibly csDMARDs) or MTX + biologic (b)DMARDs (+ possibly csDMARDs). Missing data were imputed using multivariate normal imputation. MTX dose was dichotomized: low dose ≤10 mg/week; high dose ≥15 mg/week. A propensity score (PS) was calculated to adjust the relationship between MTX dose and outcome for potential confounding by indication. Linear mixed model analyses for DAS, DAS28, and HAQ were performed for each medication group, with MTX-dose and time (days between assessment visit and baseline assessment) as co-variates. Associations were adjusted for the PS. Random intercept and slope were used to account for irregular time intervals between visits.
Results: Patients who started on MTX monotherapy had lower baseline disease activity and fewer were erosive and autoantibody positive; other baseline characteristics were comparable between medication groups. The number of patients on combination therapy with bDMARDs was too small to perform analyses (26 visits in 11 patients). For patients starting on MTX monotherapy, MTX+csDMARDs or MTX+glucocorticoids, the PS-adjusted effects of MTX-dose (high vs low) on DAS, DAS28 and HAQ were small and not clinically meaningful. The unadjusted main associations between MTX-dose and outcomes were often in opposite direction and/or much larger than the PS adjusted associations, suggesting that confounding by indication indeed plays a role and that (at least some) correction was achieved by adjusting for the PS (table 1) .
Conclusions:
In a daily practice derived database in DMARD-naive early RA patients, we found no early clinical benefit of high over low initial MTX doses, neither for MTX monotherapy nor for combination therapy with MTX and csDMARDs or glucocorticoids. This seems to contradict a general trend over time to start higher MTX-doses. Background: Methotrexate (MTX) is one of the most commonly used drugs for the treatment of rheumatoid arthritis (RA). Recommendations by an international panel state that oral MTX should be started at 10-15mg/week, with escalation of 5mg every 2-4 weeks up to 20-30mg/week (1). In the UK, practice varies in terms of the starting dose prescribed for MTX, likely because of a lack of published evidence on the importance of MTX dose on its efficacy and safety. Objectives: To compare 6 month response to MTX in RA patients starting 7.5mg/wk versus those starting a 15mg/wk. Methods: Patients were recruited to the national, UK, multi-centre (n=35) longitudinal observational Rheumatoid Arthritis Medication Study (RAMS), including patients starting MTX for the first time with complete DAS28 at baseline and six months were included in this analysis. Patients were categorized into EULAR non-responders, moderate responders or good responders. Patients were categorised into those starting a low dose of MTX (≤7.5mg/wk) (LM-group) or a high 
